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MDMA-AT, PTSD, & Comorbid OCD:
A systematic review of the potential effects of 3,4-methylenedioxy-
methamphetamine - assisted therapy for PTSD on comorbid OCD

• MDMA-Assisted Therapy (MDMA-AT): 
Breakthrough psychedelic treatment for post-
traumatic stress disorder (PTSD) ¹

• Currently completing phase 3 FDA clinical trials; 
FDA approval estimated by 2023

• But PTSD & OCD are highly comorbid 
psychiatric conditions within PTSD patient 
populations (40%) ² ³ ⁴ ⁵
• Far superseding the 1-3% prevalence rate of 

OCD in the general population ⁶

• PTSD & OCD treatments fundamentally differ in 
their execution, with PTSD psychotherapy being 
contraindicated for OCD ⁷ ⁸ ⁹ ¹⁰ ¹¹

• Patients with comorbid PTSD & OCD also 
experience more severe OCD symptomology 
than patients with just OCD ¹² ¹³ ¹⁴ ¹⁵

• Therefore, PTSD patients with comorbid OCD are a 
highly vulnerable, at-risk population when studying 
and administering PTSD treatments
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REVIEW OBJECTIVES

Thus, when studying the potential of MDMA-Assisted 
Therapy for PTSD, a notable point of consideration is:

• Overview relevant features of OCD, PTSD, 
and their comorbid nature

• Evaluate potential effects of MDMA-AT for PTSD 
on comorbid OCD across various levels:
• Psychotherapy conduction & clinical design
• Pharmacological mechanisms
• Neuropsychopharmacological properties

• Discuss conclusions, recommendations, and 
future directions of current research question

What are the 
potential effects 
of MDMA-
Assisted Therapy 
for PTSD on 
comorbid OCD?

OCD: Obsessive-Compulsive Disorder
• Obsessions: Recurrent and 

persistent thoughts, urges or images 
that are experienced as intrusive, and 
unwanted, and that in most individuals 
cause marked anxiety or distress. ¹⁶ 
• The thoughts, impulses, or images are 

not simply excessive worries about real-
life problems.

• Compulsions: Repetitive behaviors 
or mental acts that the individual feels 
driven to perform in response to an 
obsession or according to rules that 
must be applied rigidly. ¹⁶
• Mental Compulsions: can be very 

similar to or overlap with PTSD 
symptoms
• Examples: rumination, mental review, 

thought neutralization, compulsive prayer, 
reassurance-seeking, avoidance, etc.

PTSD: Post-Traumatic
Stress Disorder

• Psychiatric disorder that may 
occur in people who have 
experienced or witnessed a 
traumatic event, and then are 
plagued with disturbing thoughts 
and feelings related to their 
experience that last long after 
the traumatic event has ended. ¹⁶

• 4 Symptom Clusters: ¹⁶
• Intrusive memories or thoughts
• Also referred to as “re-

experiencing”
• Avoidance
• Alterations in cognition and mood
• Alterations in arousal and reaction

• Symptoms of PTSD are very similar 
to certain OCD symptoms and 
behaviors

• High Comorbidity: 40% of PTSD patients 
have comorbid OCD, which greatly 
supersedes the 1-3% prevalence rate of OCD 
in the general population ² ³ ⁴ ⁵ ⁶

• Contraindication: PTSD psychotherapy is 
unhelpful and actively harmful to OCD ¹⁷
• Contraindicated psychotherapies include: traditional 

cognitive-behavioral therapy (CBT), exposure therapy, 
psychodynamic therapy, and eye-motion desensitization 
& reprocessing therapy (EMDR)

• Correct OCD psychotherapy: exposure & response 
prevention therapy (ERP) ¹⁸ ¹⁹

• Functionally Dynamic Relationship: OCD & PTSD 
symptoms can be dynamically related ²⁰ ²¹ ²² ²³ ²⁴
• Obsessions can be rooted in traumatic 

experiences/beliefs
• Compulsions can be used to cope with traumatic 

stress (e.g. thought neutralization, avoidance, etc.)
• More Severe Symptomology: Patients with 

comorbid PTSD and OCD experience more severe 
OCD symptomology than patients with just OCD ²⁵ 
²⁶ ²⁷

MDMA-Assisted Therapy 
Protocol is sourced from 
the current paradigm for 
MDMA-Assisted Therapy 

for PTSD:
FDA Phase 3 Clinical Trial 

Procedures ¹

Screening Tests:
• No Y-BOCS test to 

screen out OCD
• Tests used in clinical 

trial do not screen 
out for OCD

Exclusion Criteria:
• Does not explicitly 

include those with OCD 
or obsessive-compulsive 
related disorders from 
participation

Psychotherapy Conduction:
PTSD therapies contraindicated 

for OCD: ²⁸ ²⁹ ³⁰ ³¹ ³²
• Traditional cognitive-

behavioral therapy (CBT)
• Exposure therapy
• Psychodynamic therapy

REVIEW OF MDMA-AT
NEUROPSYCHOPHARMACOLOGY

Potential OCD & MDMA Interactions:
MDMA may potentially pharmacologically benefit and harm 

certain aspects of known OCD pathophysiology

Potential medication benefits of MDMA for OCD:
• MDMA can be administered less frequently (yearly, semi-yearly) versus daily SSRI/SNRI 

medication administration
• Lowered costs of administration due to lowered frequency
• Far less invasive treatment than DBS
• Can potentially aid in correction of excessive mGlur5 signaling in OCD due to 

neuropharmacological properties

MDMA Reopens Social Critical Learning Period
• Critical Learning Period: A hyperplastic state for change that 

generally open throughout earlier periods of life & then closes.
• Examples: Language learning, social influence during adolescence, sensitive periods of 

recovery after stroke, early intervention periods for blindness and deafness, etc.

• A long-time neuroscience goal has been to reopen these CLPs 
to potentially harness them for therapeutic use…

• And MDMA has been shown to reopen them! ⁵⁶
• CLP is reopened by MDMA for 2-3 weeks in mice

• Which can (very roughly) translate to anywhere from 2 months to 1 

year in humans

• Proposed mechanism of action for MDMA reopening CLP: 
oxytocin-dependent long-term depression (LTD) in the nucleus 
accumbens ⁵⁶
• MDMA readily crosses the blood-brain barrier, solving the therapeutic 

issue of oxytocin administration previously not crossing

Potential implications of reopening CLPs on MDMA-AT:
• The role of MDMA in MDMA-assisted therapy far exceeds just the "trip"

• "Psychotherapy"/integration aspect of MDMA-assisted therapy is crucial

• Therapist & therapies conducted are of utmost importance

• The implications when the incorrect/contraindicated treatments are conducted?

PRIMARY RECOMMENDATIONS

• Current screening, exclusion, & psychotherapy conduction 
practices of MDMA-AT do not consider comorbid OCD 
& can ultimately be harmful to those with comorbid OCD

• MDMA may be pharmacologically beneficial and harmful
to varying parts of OCD pathophysiology, and may have 
administration benefits

• However, when MDMA is coupled with psychotherapy 
practices of MDMA-AT, reopening of critical learning 
periods may greatly amplify harmful effects of 
contraindicated PTSD psychotherapies

ü OCD Screening: Include a Y-BOCS test in assessments 
for MDMA-AT for PTSD eligibility due to high 
comorbidity rate

ü OCD Exclusion: Explicitly list OCD and the entire 
class of obsessive-compulsive related behavior disorders 
as exclusion criteria for MDMA-AT for PTSD

ü ERP Training: Explore training MDMA-AT clinicians to 
recognize repetitive & compulsive behaviors (especially 
mental compulsions & behaviors that may resemble PTSD 
symptoms) and administer basic response prevention

q Studying MDMA & MDMA-assisted therapy in OCD
q Studying psychedelic-assisted therapies for OCD
q Developing further psychotherapeutic frameworks for treating 

comorbid OCD & PTSD with higher efficacy
q Studying the mechanistic underpinnings of MDMA & other 

psychedelics (psilocybin, DMT, etc.) in pre-clinical models
q Elucidating further neurobiological/pathophysiological circuits 

and functions of OCD
q Studying the overlap and differentiation of OCD & PTSD 

neurobiological/pathophysiological circuits 


